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Flow-through in vitro lipolysis
Digestion of ferroquine in milk with a gastric pre-treatment step (186 mg of drug in 2.5 mL water and 0.25 mL 1 M HCl + 17.5 mL milk) was performed using a pH-stat apparatus (Metrohm 902 STAT titration system) equipped with Tiamo version 2.5 software. Lipase suspension (prepared by reconstituting freeze-dried lipase powder in digestion buffer to an activity of ~700 tributyrin units per mL of digest) was injected into the sample to initiate digestion. Activity of the lipase was measured based on the digestion of 6 g tributyrin mixed with 18 mL digestion buffer upon the addition of 2 mL of reconstituted lipase. The digestion buffer comprised 50 mM tris-maleate at pH 6.5 containing 5 mM CaCl2.2H2O, 6 mM NaN3 and 150 mM NaCl. Sodium hydroxide solution (2 M) was used as the titrant to maintain the pH of the sample at pH 6.5 during lipolysis.
Low-frequency Raman spectroscopy
Samples in a quartz capillary were irradiated with a 785 nm laser source (Ondax, Inc.
Monrovia, CA, USA) in a 135° backscatter orientation relative to the collecting lens. The focused sample spot size was ~500 µm. Prior to sample irradiation, the laser source was filtered by two bandpass filters (OptiGrate Corp. Oviedo, FL, USA) to remove amplified spontaneous emission. Scattered light from the sample was collected and filtered by three volume Bragg gratings (Ondax, Inc. Monrovia, CA, USA) and fibre optically coupled to an LS 785 spectrograph (Princeton Instruments, Trenton, NJ, USA) that dispersed the scattered light onto a PIXIS 100 BR CCD (Princeton Instruments, Trenton, NJ, USA). The data was recorded over a spectral window from -360 to 2030 cm -1 with a resolution of 5-7 cm -1 .
3 Figure S1 . pH-dependent solubility of ferroquine, where Cs = solubility of drug at the selected pH (data obtained from Sanofi in-house solubility measurement). 
